tological Society, which he called " psoriasis hypertrophicus." The patient had been under the care of Mr. Waren Tay. Sections from this case were examined by Dr. Whitfield in 1900, and he decided that the condition was mycosis fungoides. Other early cases seen at the Dermatological Society of London were shown by Dr. S. Mackenzie (July 14, 1886) and by Dr. Pringle (February 9, 1887) . The last case was disculssed at the Paris Congress. In 1886 Dr. Payne published a valuable paper with coloured plates and bibliography.
Auspitz first used the name " granuloma fungoides," which many writers have since adopted. The relationship of the disease to leuka3mic and pseudo-leukaemic conditions received much attention from Vidal, Paltauf and others, and later in Nekaim's contribution on the leukemic affections of the skin. Collections of cases and useful papers thereon have been contributed by Stowers, Hyde and Montgomery, Stelwagon, Johnston, Herxheimer, and others.
I need not dwell longer upon the history of mycosis fungoides, but proceed to summarize the views held by different authorities as to the nature of the disease. It has been variously believed to be (1) a granuloma (Kbbner); (2) a cutaneous form of lymphadenoma-" lymphadenie cutanee " (Vidal); (3) a lymphosarcoma (Paltauf); (4) a malignant growth of connective tissue, a sarcoma, engrafted on psoriasis and eczema (Kaposi); (5) a bacterial infection, acting directly or through toxins; (6) the last term of a series of dermatoses, which includes pityriasis rosea and the parapsoriases (Brocq).
LETIOLOGY.
Sex and A ge.-To determine the sex-and age-incidence I have examined the data in sixty-one cases in the literature and have added my own thirteen cases (three already published by me). The figures are as follows: Of the seventy-four cases, forty-six were males and twenty-eight females. The ages varied in the males between 21 (Stowers) and 75, and in the females between 15 (Gastou and Sabareanu) and 65. The incidence in decennia is as follows Syphilis is mentioned in several case histories, but does not appear sufficiently often to appear of any etiological significance. There are many cases on record in which the disease was definitely excluded.
INJURY.
Riecke recorded a case in a man, aged 53, in whom mycosis fungoides d'emblee followed an injury. Radcliffe Crocker reported a case in which a kick on the knee was followed by prolonged suppuration in the head of the tibia, with lymphangitis as a sequel. A year later mycosis developed.
HISTO-PATHOLOGY.
Much attention has been paid to the histology of mycosis fungoides since the time of Ranvier, and many imiportant papers have appeared on the subject. In this country the most instructive contributions of recent date have been by Galloway and MacLeod, and in Edinburgh by Jamieson and Huie, and their papers form the basis of this part of my communication.
In the erythrodermic stage the site of the affection is the upper -third of the corium. The iormal tissue may be entirely replaced by the granuloma, which may extend in patches into the deeper parts of the corium. The situation suggests, as Miss Huie has pointed out, that the growth begins in a sub-papillary plexus of blood-vessels, and spreads -upwards and downwards. The hair-bulbs are invaded, and hairs are usually absent from the sections. The sebaceous glands and sweat glands are surrounded by the cellular infiltration. The vessels are dilated, and in some instances thickened by proliferation of the endothelium.
Considering the lesions in detail, it is noted that the epidermis is secondarily affected, the corneous layer being thinned. The stratum granulosum is also thinned and may be wanting. The prickle cell layer and the deeper layers are cedematous, and the rete Malpighii is invaded by cells of the new growth. The granuloma is formed of cells of many varieties, lying in a delicate reticulum. These cells are thus classified by Miss Huie:-(A) Cells of the fixed connective tissue typethe structural elements of the granuloma. Those are divisible into: (1) Cells with -very large oval nuclei, containing little nucleoplasm, but a wide-meshed intranuclear nucleoplasm, and one to three large nucleoli. The faintly staining cell-plasm is drawn out into fine threads, which lose themselves in the intercellular tracery of the granuloma. (2) Smaller cells resembling (1) structurally. These are called the "daughter cells" by Galloway and MacLeod, and the " characteristic cells " by Leith. (3) Cells with nuclei as large as those of variety (1), but with a much denser reticulum, and more compact and [more deeply staining cell-plasm. These cells are often seen in the act of mitotic division. Intermediate cells ;are seen, many of them with their nuclei being lobed in a peculiar manner. Giant cells with eight or ten nuclei more closely resembling the giant cells of syphilis than tubercle also occur.
(B) Round cells with deeply staining nuclei, and very little cellplasm-some slightly larger than a red corpuscle, but most of them indistinguishable from lymphocytes. These cells appear to be most numerous where the granuloma borders on the prickle cell layer, and about the blood-vessels. Mast cells are not numerous. Plasma cells are rare. Polynuclear leucocytes are present in some areas. The endothelial cells of the blood-vessels undergo proliferation.
In the tumour stage the granuloma consists of: (1) Large oval cells containing a granular protoplasm and a single nucleus.
(2) Numerous small cells slightly larger than a leucocyte with nuclei similar to those of type (1). These Galloway and MacLeod regard as "daughter cells" of group (1). Leith, as already mentioned, considered them the " characteristic " cells of the growth, and this view is shared among others by Herxheimer and Hiibner, who style these small mononuclear cells " mycosic " cells, characteristic of the morbid process.
(3) Mast cells with basophile granules lying around the blood-vessels. (4) Plasma cells with a single nucleus and densely staining border. Endarteritis of the blood-vessels is present, and the connective tissue is hyaline.
In lymphatic glands, from an advanced case, Miss Huie found "astonishing multitudes " of plasma cells, and the lymph sinuses were crowded with karefied, much vacuolated cells of the same type.
One practical point emerges from the consideration of the histology of the lesions, and that is: Can we by a biopsy in the pre-tumour stage make a diagnosis of mycosis fungoides before we are able to determine the nature of the disease on purely clinical grounds?
BACTERIOLOGY.
No one has yet demonstrated an organism peculiar to mycosis fungoides. The records of bacteriological observations are mneagre.
Stelwagon and Hatch report the presence of Gram-positive cocci; McVail, Murray and Atkinson described a " short, white bacillus"; Eyre found in Galloway and MacLeod's case sarcina and the bacillus of Friedliander, all of which he believed to be contaminations.
THE CLINICAL FEATURES OF Mycosis FUNGOIDES.
The onset of mycosis fungoides is insidious. There is, as a rule, nothing in the condition to suggest the initial stage of a grave and commonly fatal malady. I think we may clearly distinguish three forms of pre-tumour manifestation:-
(1) Onset with Pruritus.-The patient complains of an intolerable and persistent itching, which is unaccompanied by any obvious change in the integument. One of my patients stated that he had been troubled in this way for five or six years. The pruritus usually lasts for several months to several years.
(2) Onset with a Polymorphic Eruption.-In this variety we meet with: (a) Macules or plaques of a red or purplish colour. Sometimes bullm appear on these lesions. The plaques are often urticarial in type.
(b) Patches of irregular outline suggesting dry eczema or seborrhoeic dermatitis. These patches are usually slightly raised above the level of the surrounding tissues. They are ill defined, and of a purplish, or sometimes yellowish tinge. The surface of these lesions may be: (i) Scaly, resembling psoriasis or the scaly seborrhoide; -(ii) lichenoid, resembling lichen planus; (iii) ooozing, resembling an eczema; (iv) covered with dry crusts. In rare cases the lesions in this stage are pustular: The trunk may be widely involved, the face may be affected, and, where there is infiltration, a leonine appearance suggesting nodular leprosy may be produced. Following these lesions, or coincident with them, there are often infiltrated plaques of a peculiar brick-red colour; the surface of the plaques may be finely mammillated like the rind of an orange, or there may be the characteristic tumours.
(3) Onset with Erythrodermia.-The erythrodermia may be the first manifestation of the disease, or it may follow one of the stages previously described. The lesions are red or violet plaques chiefly in the flexures. The surface is dry, and there may be a development of fine scales. The eruption may spread until it is practically universal. The patients are then in the condition known as " homme rouge." The hair falls out over the affected parts, and the nails may be involved. The skin becomes cedematous, and there is enlargement of the lymphatic glands. In extreme cases the lips and even the buccal mucosa are involved, the lesions being white patches and superficial ulcers. In one of my cases feeding of the patient was very difficult. After a variable time nodules and tumours appear. In rare cases death has taken place without the appearance of the characteristic tumours.
Tumour Stage.-There is great variation in the time at which the tumours develop. For instance, in a case of Dubreuilh's there were a few weeping crusted areas upon which fungating and vegetating papules developed. There was no proper pre-mycosic stage, and urticaria developed some months after the tumours. In one of my cases the patient complained of pruritus only for several years before the tumours developed. In other cases we find tumours developing pari passu with the infiltrated plaques. In the rare type of " mycosis fungoides d'emblee" 'the growths are the first signs of the disease. The tumour stage usually begins as an infiltrated plaque of variable size, of a brick-red colour, with a mammillated surface, or as a rounded mass. The mycosic tumour varies in size from a cherry to half an orange. It usually develops on one of the primary lesions, but it may start in apparently healthy skin. The tumours are soft, of a dull xed colour, hemispherical or nodular on the surface. They are often constricted about the base. There may be lesions of crescentic or semicircular form. The tumours extend peripherally, and may ulcerate, or more rarely become gangrenous. A remarkable feature is the spontaneous disappearance of even large tumours without the formation of a scar or pigmentation. The tumours are found on the trunk, the upper parts of the limbs, the face and scalp (rarely). The glands are usually enlarged, but not always. Alopecia of the affected parts is usual, and it is curious that Giovanni relates a case in a woman, aged 26, in which a universal alopecia areata preceded the outbreak'of mycosis fungoides.
A Primary Lesion. -Attention has been called to the frequent history of a primary lesion or " herald " patch, as in pityriasis rosea. In five of my cases this. was noticed, the regions being the leg, arm, buttock, back (twice). Other regions noted are: forearm (Stowers), leg (Breakey), external malleolus (Ullmann), thigh (Towle), abdominal wall (Crocker), eyelid (Dubreuilh), &c.
Previous Dermatoses.-Kaposi believed mycosis fungoides to be a malignant process engrafted on some previous chronic skin affectione.g., psoriasis, seborrhoides, &c. From time to time we find histories of such an occurrence reported by skilled observers (Radcliffe Crocker, Howard Fox, and others). I believe that such cases are rare and that what is often taken for a dermatosis of common type is really the premnycosic eruption which often closely simulates the psoriasis, eczema, or lichen. In two of my cases I had to revise diagnoses respectively of "lichen " and " seborrhoide" before the tumour stage, because the presumed simple eruption ran an unusual course.
Lesions of the Mucous Membranes.-Hallopeau and Weil reported affections of the tongue and of the. buccal and pharyngeal mucous meinbranes. The lesions were white patches and superficial ulcers. I have a similar case now under observation in which the patient is unable to take solid food on account of the pain in the buccal cavity and tongue. Hallopeau and Jeanselme described a case in which progressive gangrene involved the palate. In Breakey's case there were deposits in the tongue and tonsil, as well as in the viscera. Rarer Symptoms.-Symptoms possibly due to metastases have been reported by Brandweiner (hemiplegia), anasarca (Lenoble), epileptiform seizures (Pringle), heemophilia (Quinquaud). I have had a case in which dullness and a pleuritic friction were probably caused by a pulmonary growth.
BLOOD EXAMINATION.
It is difficult to compare some of the earlier blood counts with those of recent years, because the observers group different types of cells together. The following facts are culled from ten blood counts, four from my own cases: Polymorphonuclears, 53 to 83 per cent., average 69 per cent.; nuclear cells-large lymphocytes, 5 to 11'5 per cent., average 7 per cent., small lymphocytes, 6 5 to 14'5 per cent., average 10 7 per cent.; eosinophiles, 0 to 12 per cent., average 5 6 per cent.; basophiles, 0 to 1 per cent. Large hyaline cells were noted in three of my cases, respectively 2.5, 3.5 and 8 per cent. Lenoble reports 0'5 per cent. mast cells, and 0 5 per cent. myelocytes. In my cases the leucocytes averaged about 9,500 per cubic millimetre. There are several higher counts-viz., Hallopeau and Weil's case 12,500, Dr. Abraham's case 13,000, one of Dr. Jamieson's cases 13,000, and Giovanni's case 15,400. In many instances it is recorded that there was nothing abnormal in the blood.
It may, I think, be stated that there are no characteristic changes in the blood, and that cases in which a high leucocytic content has been observed belong to another group of affections-e.g., Ramazotti's case, in which the white cells numbered 106,000, mostly lymphocytes.
METASTASE S.
In many records of autopsies, it is specially noted that there were no metastases. Kaposi reported one case in which there were metastases in the internal organs. I have recently seen a characteristic case in consultation with Dr. Nixon Groves and Dr. Ironside Bruce in which there was evidence of involvement of the right lung. In Lenoble's case there was a mycosic nodule in the right lung. Breakey reports a case in which there were nodular masses the size of a hazel-nut in the grey and white matter of both cerebral hemispheres, in the right lung, tongue, tonsil, and cervical, axillary, cubital and inguinal glands. Pye-SSmith recorded a metastatic nodule in the left adrenal, and Paltauf one in the bladder. Riecke reported metastases in the dura mater, kidneys and retroperitoneal glands. Malherbe and Monnier found tumours in the lungs, heart, kidneys, uterus, both ovaries, and pancreas. Brandweiner's patient had symptoms of hemiplegia from a secondary deposit in the brain. In several autopsies congestion and ulceration have been found in the intestines.
Sequeira: Discussio?i on Mycosis Fungoides THE INFLUENCE OF INTERCURRENT DISEASE.
In several instances the disappearance of the tumours has followed intercurrent disease. In Alibert's case an attack of erysipelas caused the disappearance of the mycosic tumours. Bazin also records a case, though Funk believed that the condition was really multiple idiopathic sarcoma. Allan Jamieson, however, records the case of a female patient who had two attacks of erysipelas, which had no influence on the disease. In one of Pringle's cases the tumours disappeared in the course of a fatal attack of pneumonia. In a case reported by Galloway and MacLeod temporary improvement coincided with an attack of influenza.
DURATION OF THE DISEASE.
The case of longest duration I have found in the literature is that described by Dr. Stopford Taylor, thirty-five years. Several are described as lasting for twenty years or more, and we must all have seen patients who have dragged on a miserable existence for five to twelve years. In some of the d'emblee cases, on the other hand, the duration has been a matter of months only.
THE CAUSE OF DEATH.
I ask for information as to the cause of death in mycosis fungoides. In my only case which came to an autopsy, death was sudden and due to pulmonary embolism. White and Burns record a case of death from septicaemia due, they believed, to X-ray treatment. Metastases may cause a fatal issue, but in most cases there is a gradual asthenia with intercurrent diarrhoea.
DIAGNOSIS.
In the tumour stage there is little risk of error, when the disease is borne in mind. Syphilis, yaws and leprosy are the affections for which mycosis is commonly mistaken, but the history of the case, and especially the intense pruritus which is so prominent a feature, should usually prevent error.
In the pre-tumour stage there is the greatest difficulty. We are confronted with a large variety of lesions resembling very closely several common dermatoses: psoriasis, parapsoriasis, lichen planus, eczema, the seborrhoides, urticaria, and the erythemata. As Besnier said: "In all cases of ambiguous pruritic dermatosis which are prolonged and rebellious to treatment, the possibility of the disease in question being the pre-mycosic stage of mycosis fungoides should be borne in mind." I believe that with experience one can frequently make the diagnosis on clinical grounds alone quite early. The examination of the blood does not help us except to exclude the leukaemic conditions which have certain points of resemblance. In doubtful cases we should certainly have a biopsy made, and see how far the histology of the lesions will help to make clear the nature of the case.
I must not leave the question of diagnosis without a reference to the subject of sero-diagnosis. Gaucher, Joltrain and Brin published a paper on this subject in 1909. The serum reaction was obtained in a clear case of mycosis fungoides. A positive result was also obtained in two cases of pre-mycosic erythrodermia. In generalized psoriasis and pemphigus foliaceus it was negative. In the former case mycosis had been suspected but was negatived by a histological examination. In two cases of-syphilis and four other cases the results were negative. Sera from muycosis patients gave a positive complement-fixation reaction with mycosic antigen. Sera from mycosic patients were negative to other antigens. Epithelioma and sarcoma were negative to the mycosic antigen.
A later communication on the same subject was published in 1912 by Gaucher, Paris and Guggenheim. Have any members of the Section any experience, confirmnatory or otherwise, of these important observations, which are not only of value, if available, for diagnosis, but throw an important light upon the possible oetiology of the disease ?
The differential diagnosis between the eruptions of lymphadenoma and leukemia demands consideration. We find:-In lymphadenoma, (1) infiltration of the skin appears late in the disease. It is an uncommon phenomenon, and the leading features are tense purplish, discoid infiltrations. There may be two or three such lesions close to each other or they may coalesce to form an irregularly outlined plaque. In the case I have in mind there could be no confusion with mycosis fungoides, as the lymphadenoma was of rather long duration, and the skin lesions were of late development. The lesions are similar in structure to a lymph follicle. (2) The pseudoleukamic prurigo or prurigo associated with lymphadenoma is quite different. There is an intense itching all over the body, and this pruritus may be accompanied by papules of prurigo. There is still soime doubt as to the exact nature of these papular lesions, some holding then to be definite lymphoid lesions. (3) A general exfoliative dermatitis.
In leukarmia (1) growths also occur in the skin. Nekam described cases which he believed to be definite instances of leuktemic infiltration. In an interesting case published by Rolleston and Wilfrid Fox the eruption appeared in the form of small blackish nodules on the lower abdomen in a patient suffering from myeloid leukemia. These weresituated in the true skin, and gradually increased to the size of a raisin, and ultimately spread all over the front of the body. Here the white cells. were 730,000 per cubic millimetre; reds, 2,035,000. (2) Diffuse oedema, like infiltration of the face, suggesting leprosy has also been seen.
(3) Large subcutaneous tumours varying in size from a pigeon's egg to a fist. In Sir T. Oliver's case, following an injury to a metacarpal bone, there were sixty tumours. (4) Growths resembling those in Rolleston and Fox's case, but of normal colour, yellow or brown.
Rolleston and Fox believe that the prurigos and pityriasis rubra-like eruptions are seen in lymphadenoma, and not in leukeemia.
Cases like that described by Pardee and Zeit, where the clinical picture is that of mycosis fungoides, but the blood changes those of leukaemia, are rare.
PROGNOSIS.
I am afraid we are unable even in the present day to say that we are able to do much more than relieve our patients and prolong life. The slow, painful course of the disease in mBany cases may be rendered less severe, and we may afford some remission of the intense, agonizing pruritus, but can we do more ?
TREATMENT.
The history of the treatment of mycosis fungoides really begins with Allan Jamieson's paper in the British Journal of Dermatology, in 1904. Until that time the exhibition of arsenic and mercury were found to have a slight influence on the disease. In the X-rays we have a definite means by which we can give the patient relief and prolong life, even if we are unable to effect a permanent cure. On this last point I amn anxious to obtain the experience of the rnembers of the Section. I record my own experience in the short notes of my personal cases. Miss Huie's careful microscopical researches show that the rays definitely cause an absorption of the infiltration, and that the corium returns to a healthy condition, and these results apply both to the erythrodermic and the tumour stages of the disease. Brit. Journ. Derm., 1911, xxiii, p. 117. (7) Private patient, aged 58. Duration, eighteen months. Began with spot on right arm; many characteristic pale red circinate patches with intense pruritus. No recent information.
(8) Caretaker, aged 58. (London Hospital.) "Eczema "; tumours for five years; general erythrodermia. Cleared up with X-rays. Recurrence. Diarrhoea; asthenia. Died at home. No autopsy.' (9) Private patient, aged 62 (veterinary surgeon). History of "seborrhoic eczema" for several years; ulcerated tumour of back when first seen by writer. Great improvement under X-rays. Relapses.
Death two years after appearance of tumours. No autopsy.
(10) Private patient, aged 70. Had also been under Dr. Leslie Roberts. Duration, one year. Erythrodermia with tumours. Later history (?).
Female Patients.
(1) Hospital nurse, aged 48. Urticaria for two years. Autumn, 1908, a small spot on inner side of right thigh; this rapidly developed into a tumour; tumours rapidly appeared all over the body; groin glands enlarged. Admitted into London Hospital on September 8, 1909. Diarrhoea and vomiting. Died on September 20, with sudden collapse.
Post mortem: Thrombosis of pulmonary arteries; glands in groin.
(2) Wife of cab proprietor, aged 53. (Dr. Pringle's case.) Erythrodermia with tumours for four years; mucous membranes unaffected; all hair lost. Much improved with X-rays. Relapses, and is now gravely ill. Diarrhoea, &c.
(3) Private patient, aged 57. (Dr. Norman.) July, 1912: Began with patch on leg, then on body; eruption, like lichen planus. May 6, 1913: Covered from head to foot; much itching, and furuncles from scratching. Mycosis diagnosed. June 15,. 1913: X-rays all over; all tumours cleared up. April 22, 1914: Relapse, with several small growths.
The special points set for discussion are: (1) Has mycosis fungoides any relationship with the dermatoses of Hodgkin's disease and leukwemia?
(2) Is it the ultimate member of a progressive group of dermatoses which includes pityriasis rosea and the parapsoriases ?or, (3) Is it a disease sui genieris?
